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DETAILED ACTION 

1. Applicant's telephone inquiry made 01/29/2007 regarding the Final Rejection, mailed 
12/12/2006, is acknowledged. Upon further consideration, the previous Office Action, mailed 
12/12/2006, is hereby vacated in view of the following Office Action. 

2. This Office Action will be in response to applicant's arguments, filed 1 1/22/2006. 

3. Applicant's IDS, filed 08/09/2006, is acknowledged and has been considered except for 
References 2, 3 and 4 for which have been considered only to the extent of the abstracts provided 
by applicant. 

4. The three references attached in applicant's amendment as Exhibits have been listed on 
PTO-892. 

5. Applicant is advised that should claims 79 and 80 be found allowable, claims 79 and 80 
will be objected to under 37 CFR 1.75 as being a substantial duplicate thereof. When two claims 
in an application are duplicates or else are so close in content that they both cover the same 
thing, despite a slight difference in wording, it is proper after allowing one claim to object to the 
other as being a substantial duplicate of the allowed claim. See MPEP § 706.03(k). 

Claims 79 and 80 are objected to under 37 CFR 1.75 as being exact duplicates of claims 
77 and 78, respectively. 

Applicant is required to cancel the duplicate claims 79 and 80. 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 
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This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

7. Claims 63-70 and 72-80 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Holgate et al. (British Medical. Bulletin. 1992. 48;l:40-50) in view of Adridor et al. (Science 
1993. 262:1569-1572) and Lin et al. (US Patent 5,807,746) for the same reasons set forth in the 
Office Action mailed 08/02/2006. 

Applicant's arguments, filed 1 1/22/2006, in conjunction with the Exhibits 1-3 have been 
fully considered but have not been found persuasive. 

Applicant argues that there is no reasonable expectation that once a cargo peptide is 
transported into a cell by a cell-penetrating peptide (CPP) the cargo peptide will retain its 
biological properties. 

Applicant states that page 10 of the instant specification as well as the Table on page 9 of 
the Remark have shown four different cell-penetrating peptides (CPP) including the following: 

human integrin p3 (Hujnt) and Kaposi fibroblast growth factor ( KFGF) (see Exhibit 2. 
Hawiger, 1997 Current Opinion in Immunology 9: 189-194, see page 189 in particular), 



a Drosophila transcription factor ( Pros) (Exhibit 3. Derossi et al 1996 JBC 27 1(30): 
18188- 18193, see page 18188 in particular), and 
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tanspotan 10 (TP- 10 ) (Jones et al. Biochimica et Biophysica Acta 2005. 1745:207-214, 
see page 207 in particular. Reference on PTO-1449). 

Applicant argues that when the above mentioned CPPs combined with two mast cell 
activation inhibitor domains cargo peptide Goci3 and Gat, only KFGF-Gai3 (SEQ ID NO:7) and 
KFGF- Gat (SEQ ID NO: 12) have retained inhibitory effects on mast cell degranulation. 

Therefore, applicant concludes that even though there is a reasonable expectation that any 
cell-penetrating peptide (CPP) would transport any cargo peptide across a cell; it is still 
unpredictable whether the cargo peptide would retain its biological function in the cell. 

This is not found persuasive for the following reasons: 

The Examiner acknowledges that the two peptides KFGF-Gai3 (SEQ ID NO:7) and 
KFGF- Gat (SEQ ID NO: 12) that have retained their inhibitory effects on mast cell 
degranulation have the same CPP that is recited in the instant claims (KFGF peptide with amino 
acid sequence of AAVALLPAVLLALLAP recited in SEQ ID NO:3) (see claim 63 and page 4 of 
the instant specification); as such, it is clear that CPP with amino acid sequence of the instant 
claimed SEQ ID NO:3 is able to transport different cargo peptides (e.g. Gai3 and Gat) and 
retain their activity. 

Further, Lin et al. specifically demonstrate using multiple working examples that the 
KFGF peptide AAVALLPAVLLALLAP (instant claimed SEQ ID NO:3) is capable of not only 
importing signal sequence-containing peptides but also maintaining the functions of the 
transported cargo peptides such as the nuclear localization sequence of acidic FGF (see columns 
14-15 in particular) and functional domain of the nuclear factor kB (see columns 16-17 in 
particular). 
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Therefore, the claimed CPP peptide AAVALLPAVLLALLAP (instant SEQ ID NO:3) 
has been shown to be able to transport four different cargo peptides including Gai3 and Gat 
(both disclosed in the instant specification), nuclear localization sequence of acidic FGF (see 
columns 14-15 in Lin et al) and functional domain of the nuclear factor kB (see columns 16-17 
of Lin et al) and maintain their biological activities. 

Given that the claimed CPP peptide AAVALLPAVLLALLAP (instant SEQ ID NO:3) 
and the mast cell inhibitory cargo peptide KNNLKECGLY (instant SEQ ID NO:l) have the 
identical sequences as the prior art peptides taught by Lin et al. and Adridor et al, respectively, 
and these two peptides are linked via the same linker as taught by the Lin et al, it is predictable 
and expected that AAVALLPAVLLALLAP (instant SEQ ID NO:3) would be able to transport 
peptides such as KNNLKECGLY (instant SEQ ID NO:l) and retain their biological activities 
including inhibitory effect on mast cell degranulation. 

Regarding applicant's assertion that Jones et al. (Biochimica et Biophysica Acta 2005. 
1745:207-214) teach the field of CPP is unpredictable (see page 8 of the Remarks), it is noted the 
mechanism of action does not have a bearing on the patentability of the invention if the invention 
was already known or obvious. In this case, Jones et al. teach that the effect of cell-penetrating 
peptides can be unpredictable due to limited knowledge of the mechanisms associated with mast 
cell exocytosis as such it is unpredictable if CPP peptides can be used for " preventing mast cell 
degranulation in a subject'' (see Office Action mailed 08/02/2006). In fact, Jones et al. teach that 
the delivery of peptide cargoes using CPP is a valid method for studying and modulating signal 
transduction pathways (e.g. see page 207, in particular). 

Furthermore, applicant states that there is no additional available evidence of the 
unpredictability of bioactivity of peptides transported by cell-penetrating peptide (see page 7 of 
the Remark filed 1 1/22/2006). 

Therefore, applicant's arguments that the filed of CPP is unpredictable have not been 
found persuasive. 



Application/Control Number: 10/009,809 Page 6 

Art Unit: 1644 

Applicant further argues that there is no reasonable expectation that once a cargo peptide 
is transported into a cell by a cell-penetrating peptide (CPP) the peptide will retain its biological 
properties. However, applicant fails to provide any objective evidence of record that show the 
claimed SEQ ID NO:l when transported into a cell by a CPP of SEQ ID NO:3 will not retain the 
biological properties of the SEQ ID NO:3. 

Moreover, applicant argues that even though there is a reasonable expectation that any 
cell-penetrating peptide (CPP) would transport any cargo across a cell; it is still unpredictable 
whether the cargo would retain its biological function in the cell. 

In addition, applicant asserts that Aridor et al. only teach that anti-allergy peptides have 
biological activity but not cell-penetrating peptide (CPP), while the instant claims are drawn to a 
combination of a cell-penetrating peptide (CPP) (SEQ ID NO:3) and an anti-allergy peptide 
(SEQ ID NO:l). 

In response to applicant's arguments that there is no expectation of success of combining 
the teachings of the reference, the examiner recognizes that obviousness requires only a 
reasonable expectation of success; the prior art can be modified or combined to reject claims as 
prima facie obvious as long as there is a reasonable expectation of success See MPEP 2143.02. 

It is further noted that in considering the disclosure of a reference, it is proper to take into 
account not only specific teaching of the reference but also the inferences which one skilled in 
the art would be reasonably be expected to draw therefrom In re Preda . 401 F.2d 825, 159 USPQ 
342, 344 (CCPA 1968). See MPEP 2144.01. 

Furthermore, specific statements in the references themselves which would spell out the 
claimed invention are not necessary to show obviousness, since questions of obviousness 
involves not only what references expressly teach, but what they would collectively suggest to 
one of ordinary skill in the art. See CTS Corp. v. Electro Materials Corp. of America 202 USPQ 
22 (DC SNY ); and In re Burckel 201 USPQ 67 (CCPA). In re Burckel is cited in MPEP 716.02. 
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In this case, the teachings of Aridor et al. pertaining to the biological effect of the peptide 
KNNLKECGLY in inhibiting mast cell degranulation for targeting intracellular targets and the 
teachings of Lin et al. indicating success in importing biologically active molecules in to cell by 
linking cell-penetrating peptides (e.g. AAVALLPAVLLALLAP) to the biological molecules via 
linkers would have led one of ordinary skill in the art at the time the invention was made to 
combine the references to arrive at the claimed invention of method of inhibiting mast cell 
degranulation using a complex molecule comprising cell-penetrating peptide 
AAVALLPAVLLALLAP linked via a linker to the biological active peptide KNNLKECGLY 
capable of inhibiting mast cell degranulation. 

In response to applicant's arguments against the references individually, one cannot show 
non-obviousness by attacking references individually where the rejections are based on 
combination of references. See MPEP 2145. 

Here, given the teachings of Holgate et al regarding the role of mast cell degranulation in 
asthma, and the teachings of Adridor et al. and Lin et al. providing the method of inhibiting mast 
cell degranulation by synthetic peptide KNNLKECGLY and methods of delivering biological 
molecule into cell using of importation competent signal peptide AAVALLPAVLLALLAP, the 
ordinary artisan at the time the invention was made would have had a reasonable expectation of 
success in producing the claimed methods. 

In conclusion, applicant's arguments in conjunction with the Exhibits 1-3 and Table on 
page 9 of the Remark fail to demonstrate that the claimed AAVALLPAVLLALLAP (instant 
SEQ ID NO:3) is unpredictable for retaining biological activities of the peptides it transport. 

Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in 
the art at the time the invention was made, as evidenced by the references, especially in the 
absence of evidence to the contrary. 
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8. Claims 64 and 65 are rejected under 35 U.S.C. 103(a) as being unpatentable over Holgate 
et al. (British Medical Bulletin. 1992. 48;l:40-50) in view of Adridor et al. (Science 1993. 
262:1569-1572) and Lin et al. (US Patent 5,807,746) as applied to claim 63 above, further in 
view of Avruch et al. (US Patent 6,103,692) and Jackson et al. (J. Am. Chem. Soc. 1994. 

1 16:3220-3230) for the same reasons set forth in the Office Action mailed 08/02/2006. 

Applicant's arguments and the examiner's rebuttal are essentially the same as above in 
Section 7. 

9. Claims 63-70 and 72-80 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-44 of copending USSN 
10/465,826, and claims 1-15 of the copending USSN 11/214,588 for the same reasons set forth in 
the Office Action mailed 08/02/2006. 

Applicant argues that the rejection on the ground of provisional double patenting must be 
withdrawn when it is the sole remaining basis for rejection. 

Given that the rejections under 35 U.S.C. 103(a) have been maintained for reasons stated 
above in Sections 7 and 8 and a terminal disclaimer in compliance with 37 CFR 1.321(c) or 
1.321(d) has not been filed; the rejection on the basis of double patenting will be maintained 
until such a time that allowable subject matter is determined or a terminal disclaimer in 
compliance with 37 CFR 1.321(c) or 1.321(d) is timely filed. 

10. Upon further consideration as well as applicant's amendment, the previous rejection 
under 35 U.S.C, 112, first paragraph set forth in the previous Office Action, mailed 08/02/2006 
has been withdrawn. 



11. 



Conclusion: no claim is allowed 
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12. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 



MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

13. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chun Crowder whose telephone number is (571) 272-8142. The 
examiner can normally be reached Monday through Friday from 8:30 am to 5:00 pm. A message 
may be left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Christina Chan can be reached on (571) 272-0841. 
The fax number for the organization where this application or proceeding is assigned is 571-273- 
8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



A shortened statutory period for reply to this final action is set to expire THREE 



February 8, 2007 



Chun Crowder, Ph.D. 



Patent Examiner 




